To the Editor:
We read with interest the paper by Park et al 1 that examined the proteome of carotid endarterectomy specimens from 10 patients, using 2-dimensional gel analysis and mass spectrometry. They performed separate analysis of the plaque core and nearby "normal" areas. Their results demonstrated decreased expression of 13 proteins in the plaques, including heat shock protein 27 (Hsp27) and cytoskeletal proteins. In particular, there was very little phosphorylated Hsp27 in the plaques compared with adjacent areas. Their results are similar to those reported by Martin-Ventura et al 2 ; these authors performed proteomic analysis of proteins secreted by cultured plaques and healthy areas of endarterectomy specimens, and they also found a significant decrease in Hsp27 from cultured plaques. Park et al 1 imply, correctly in our opinion, that their study is better designed than that of Martin-Ventura et al, 2 because one can argue that analysis of secreted proteins may be influenced by culture conditions. However, it is difficult to interpret the significance of a reduced set of particular proteins in plaques because they lack cellularity, and, secondly, as pointed put by Wick, 3 a decrease in proteins such as Hsp27 in plaques probably reflects the presence of high levels of proteases, such as plasmin in the plaque, known to degrade Hsp27. 4 Our recent study 5 supports the hypothesis that induction of phosphorylated Hsp27 protects against atherosclerosis, without analysis of plaques. We examined cardiac biopsies from heart transplant recipients with and without angiographically detectable coronary artery disease. These biopsies seem to be "normal" by histology. Two-dimensional gel analysis and mass spectrometry revealed 20-fold upregulation of phosphorylated Hsp27 in biopsies from patients without disease compared with those who had developed atherosclerosis. This was confirmed by immunocytochemistry, which showed that the differences were attributable to vascular expression of Hsp27.
Park et al 1 have made an interesting contribution to the field, using a set of patients who were different from our own. Their results provide additional support for a role of Hsp27 in protecting against intimal proliferation and atherosclerosis.
